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=> d his 

(FILE ' HOME 1 ENTERED AT 13:41:40 ON 17 NOV 2004) 

FILE 'REGISTRY 1 ENTERED AT 13:41:54 ON 17 NOV 2 004 

LI STRUCTURE UPLOADED 

L2 19 S LI 

L3 946 S LI FUL 

L4 19 S L3 

FILE 'CAPLUS' ENTERED AT 13:43:33 ON 17 NOV 2004 

L5 88 S L3 

FILE 'REGISTRY' ENTERED AT 13:46:39 ON 17 NOV 2004 

L6 STRUCTURE UPLOADED 

L7 34 S L6 

L8 608 S L6 FUL 

FILE 'CAPLUS' ENTERED AT 13:47:02 ON 17 NOV 2 004 

L9 57 S L8 

= > d 16 

L6 HAS NO ANSWERS 

L6 STR 



O 




'OH 



Structure attributes must be viewed using STN Express query preparation. 
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MARPAT 129:331047 



„.»-0-b- 



Rl R2 
I I 

-S02-N— CH-CO2H 



AB Title compels . [(I), R = (substituted) phenyl or heteroarom. group; Rl = H, 
(substituted) alkyl , 2 -pyridinyl -methyl ; R2 = H, (substituted) a lkyl , 
(un) branched alkenyl, substituted phenyl; R1,R2 together = 
C02H-substituted ring; A = bond, 0, CY:CY; Y = H, bond; B = (CH2)l-6, 
0(CH2)l-5, CH:CH, bond; X = CH:CH, 0, S] , useful as matrix- 

metalloproteinase inhibitors, were prepared and tested. Thus, DL-homoserine 
lactone was reacted with PhO-4 -C6H4 -S02C1 to give (±) -I [R = Ph; Rl = 
H; R2 = H0CH2CH2; A = 0; B = bond; X - CH:CH(II)] in 73% yield. In in 
vitro fluorescence extinction tests with stromelysin and neutrophilic 
collagenase, II had IC50 of 4x10-7 M and Ixl0-8M resp. 
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disorders and promoting wound healing 
IN Bocan, Thomas Michael Andrew; Boxer, Peter Alan; Peterson, Joseph Thomas, 

Jr.; Schrier, Denis; White, Andrew David 
PA Warner-Lambert Co., USA; Bocan, Thomas Michael Andrew; Boxer, Peter Alan; 

Peterson, Joseph Thomas, Jr.; Schrier, Denis; White, Andrew David 
SO PCT Int. Appl., 163 pp. 
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AB Matrix metalloproteinase inhibitors 4 -RC6H4S02NHCHR1COR2 [R = 

(un) substituted Ph; Rl = alkyl, phenylalkyl, phenyl; R2 = OH, alkoxy, 
NHOH] and 4-RC6H4C( :NR3) CR4R5CR6R7COR8 [R3 = (un) substituted OH, NH2 ; 
R4-R7 = H, F, (un) substituted alkyl; R8 = OH, SH] are useful for 
preventing and treating neurol . disorders, especially Alzheimer's, 

hunt ington ' s , 

and Parkinson's diease and amyotropic lateral sclerosis, and in promoting 
wound healing. IC50 for matrix metalloproteinase inhibition are reported 
for a number of compds . Formulations containing (R)-4-(4- 

NCC6H4 ) C6H4S02NHCH (C02H) CH2Ph, (S) -4- (4 -H2NC6H4 ) C6H4S02NHCH (C02H) CH2C6H40E 
t-3, and 4 - (4 -BrC6H4 ) C6H4S02NHCH (C02H) CHMe2 are reported. 
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OS MARPAT 129:76499 

AB Matrix metalloproteinase inhibitors are useful for preventing and treating 
heart failure, and ventricular dilation in mammals. Thus, 
2- (4 ' -bromobiphenyl-4-sulfonylamino) -3-methylbutyric acid was effective in 
protecting pigs in the pacing- induced heart failure model. 
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TI Biphenysulfonamide matrix metalloproteinase inhibitors 
IN O'Brien, Patrick Michael; Sliskovic, Drago Robert 
PA Warner-Lambert Co., USA 
SO U.S., 8 pp . 
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PRAI US 1997-844598 19970421 
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GI 
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I 



AB Compds. I (X = H, halo; Rl = alkyl, halo, nitro^, amino, cyano, alkoxy, and 
alkoxycarbonyl ; R2 = alkyl and substituted alkyl; and R3 = OH or NHOH) are 
useful for inhibiting matrix metalloproteinase enzymes in animals, and as 
such, prevent and treat diseases resulting from the breakdown of 
connective tissues. Sulfonation of 4-bromobiphenyl with chlorosulfonic 
acid, chlorination with POC13, esterif ication with L-valine tert-Bu ester, 
and hydrolysis with trif luoroacetic acid gave (S) -2- (4 ' -Bromobiphenyl-4- 
sulfonylamino) -3-methylbutyric acid with 96% yield and m.p. 



compounds in spec 



192-193° . 
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TI Highly Selective and Orally Active Inhibitors of Type IV Collagenase 

(MMP-9 and MMP-2) : N-Sulf onylamino Acid Derivatives 
AU Tamura, Yoshinori; Watanabe, Fumihiko; Nakatani, Takuji; Yasui, Ken; Fuji, 

Masahiro; Komurasaki, Tadafumi; Tsuzuki, Hiroshige; Maekawa, Ryuji; 

Yoshioka, Takayuki; Kawada, Kenji; Sugita, Kenji; Ohtani, Mitsuaki 
CS Shionogi Research Laboratories, Shionogi Co. Ltd., Osaka, 553, Japan 
SO Journal of Medicinal Chemistry (1998), 41(4), 640-649 

CODEN: JMCMAR; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 
LA English 
GI 



Rl 




AB Various N-sulf onylamino acid derivs . , e.g. I (Rl = PhCH2, X = bond, Y = 
S02, CO, Z = CONHOH, C02H; Rl = indol -3 -ylmethyl , X =' bond, Y = S02 , Z = 
CONHOH, C02H; Rl = Me2CH, X = O, Y = S02 , Z = CONHOH, C02H) and II (R2 = 
indol -3 -ylmethyl, R5 = H, OMe-4, OMe-3, A = CH:CH, X = bond; R2 = 
indol -3 -ylmethyl, R5 = Me-4, A = S, X = bond; R2 = CHMe2, R5 = OMe-4, 
SMe-4, A = CH:CH, X = bond; R2 = CHMe2 , R5 = OMe-4, A = S, X = bond; R2 = 
indol -3 -ylmethyl, R5 = H, Me-4, C02H-4, A = CH:CH, X = C.tplbond.C; R2 = 
indol -3 -ylmethyl, R5 = N02-2, N02-4, Me-4, A = S, X = C.tplbond.C; R2 = 
. CHMe2 , R5 = Me-4, A = CH:CH, S, X = C.tplbond.C; R2 = CH2Ph, R5 = OMe-4, A 
= CH:CH, S, X = C.tplbond.C), were synthesized and evaluated for their in 
vitro and in vivo activities to inhibit type IV collagenase (MMP-9 and 
MMP-2) . When the amino acid residue and the sulfonamide moiety were 
modified, their inhibitory activities were greatly affected by the 
structure of the sulfonamide moiety. A series of aryl sulfonamide derivs. 
containing biaryl , tetrazole, amide, and triple bond were found to be potent 
and highly selective inhibitors of MMP-9 and MMP-2. In addition, these 
compds . were orally active in animal models of tumor growth and 
metastasis. These results revealed the potential of the N-sulf onylamino 
acid derivs. as a new type of candidate drug for the treatment of cancer. 
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AB Title compels. I [R = H, halo; Rl = alkyl, halo, N02, amino, aminoalkyl, 

cyano, alkoxy, alkoxycarbonyl , etc.; R2 = H, (un) substituted alkyl; and R3 
= OH, alkoxy, or NHOH] , are useful for inhibiting matrix metalloproteinase 
enzymes in animals, and as such, prevent and treat diseases resulting from 
the breakdown of connective tissues. For instance, 4-BrC6H4Ph underwent 
4 ' -sulfonation (79%), conversion of the resultant sulfonic acid to the 
sulfonyl chloride (69%), sulf onamidation with H-Val-OtBu. HC1 (60%), and 
deprotection of the ester (96%), to give title compound II. In an in vitro 
test for inhibition of the hydrolysis of thiopeptolide by collagenase or 
gelatinase B, II gave IC50 values of 3.24 and 8.34 jaM, resp. 
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AB The title compds . R5R4R3S02NR2CHR1COY [Rl = (un) substituted alkyl, aryl, 
aralkyl, heteroaryl, etc.; R2 = H, (un) substituted alkyl, etc.; R3 = 
single bond, (un) substituted arylene, etc.; R4 = single bond, CH:CH, 
C.tplbond.C, CO, CONH, N:N, NHCONH, NHCO, 0, S, S02NH, etc.; R5 = 
(un) substituted alkyl, cycloalkyl, etc.; Y = NHOH, OH; a proviso is given] 
are prepared The title compound (R)-I in vitro showed IC50 of 3.95 joM 
against MMP-9 (gelatinase B) . 
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NHS02Ph 




AB Title compels . [ (addnl . -substituted) I ; R2 = Z2Z1R1; Rl = N-containing 
heterocyclyl; R3 = Z3ZR; R = C02H, alkoxycarbonyl , S03H, CONHNHS02CF3 , 
etc.; Z = bond (un) substituted alkylene; Zl = bond, (0- or 
N- interrupted) alkylene, CO, alkanoyl (alkyl) , NHCO, etc.; Z2 = bond, 
alkylene, phenylene, etc.; Z3 = (alkylene) carbonylimino (alkyl) , etc.; 
dashed line = optional bond] were prepared as integrin antagonists (no 
data). Thus, R4 ( CH2 ) 3 CH : NOH (R4 = phthalimido) (preparation given) was 
chlorinated and the product cyclocondensed with CH2 : CHCH2C02CMe3 to give, 
after deprotection, tert-Bu 3- (3-aminopropyl) -2-isoxazoline-5-acetate. 
The latter was N-alkylated with 2-methylthio-3 , 4 , 5 , 6-tetrahydropyrimidine 
hydroiodide to give, after saponification, amidation by H2NCH2CH (NHS02 Ph) C02Me , 
and saponification, title compound II. 
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NHS02Ph 




AB Title compds. [ (addnl . -substituted) I ; R2 = Z2Z1R1; Rl = N-containing 
heterocyclyl; R3 = Z3ZR; R = C02H, alkoxycarbonyl , S03H, CONHNHS02CF3 , 
etc.; Z = bond (un) substituted alkylene; Zl = bond, (0- or 
N- interrupted) alkylene, CO, alkanoyl (alkyl) , NHCO, etc.; Z2 = bond, 
alkylene, phenylene, etc.; Z3 = (alkylene) carbonylimino (alkyl ) , etc.; 
dashed line = optional bond] were prepared as integrin antagonists (no 
data). Thus, R4 (CH2) 3CH:N0H (R4 = phthalimido) (preparation given) was 
chlorinated and the product cyclocondensed with CH2 : CHCH2C02CMe3 to give, 
after deprotect ion, tert-Bu 3- (3-aminopropyl) -2-isoxazoline-5-acetate. 
The latter was N-alkylated with 2 -methyl thio-3 , 4 , 5 , 6-tetrahydropyrimidine 
hydroiodide to give, after saponification, amidation by H2NCH2CH (NHS02Ph) C02Me, 



compounds in spec 



and saponification, title compound II. 
IT 185560-79-6P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ,- PREP (Preparation) ; USES (Uses) 

(preparation of [ (isoxazolinylalkanoyl) amino] alkanoates and analogs as 
integrin antagonists) 
RN 185560-79-6 CAPLUS 

CN Alanine, 3- [ [ [4 , 5-dihydro-5- [4- (2-pyridinylamino) butyl] -3- 

isoxazolyl] carbonyl] amino] -N- [ (2 ' , 6 1 -dimethyl [1,1' -biphenyl] -4- 
yl) sulfonyl] - (9CI) (CA INDEX NAME) 
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AB A system and method for performing hydrogen/deuterium (H/D) exchange in an 
electrospray ionization (ESI) source is described. The system includes a 
liquid chromatograph-mass spectrometer (LC-MS) , which is equipped with an 
ESI source that provides for introduction of a sheath liquid The resulting 
system employs deuterated solvent, such as deuterium oxide, as the sheath 
liquid, which allows H/D exchange expts. to be performed online. This 
directly provides information for determining the number and position of 
exchangeable hydrogens, aiding in the elucidation of the structures of 
drug metabolites. To demonstrate the usefulness of the invention, the 
hydrogen/deuterium exchange in the metabolites of PD 0200126 was examined 
IT 261625-46-1, PD 0200126 

RL: ANT (Analyte) ; BSU (Biological study, unclassified) ; ANST (Analytical 
study) ; BIOL (Biological study) 

(method for characterizing drug metabolites using hydrogen/deuterium' 
exchange and liquid chromatograph-mass spectrometer with electrospray 
ionization source and deuterated sheath liquid applied to metabolism of PD 
0200126) 
RN 261625-46-1 CAPLUS 

CN Butanamide, 2 - [ [ (4 ' -bromo [1, 1 ' -biphenyl] -4-yl) sulfonyl] amino] -N-hydroxy-3- 
methyl-, (2R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB A new method is described for performing hydrogen/deuterium (H/D) exchange 
in an electrospray ionization (ESI) source. The use of liquid chromatog. 
(LC) -mass spectrometer equipped with an ESI source and deuterium oxide 
(D20) as the sheath liquid allows H/D exchange expts . to be performed 
online. This directly provides information for determining the number and 

position 

of exchangeable hydrogens, aiding in the elucidation of the structures of 
drug metabolites. To demonstrate the utility of this method, LC-mass 
spectrometry (MS) and LC-MS/MS expts. were performed using either H20 or 
D20 as sheath liquid on a matrix metalloprotease (MMP) inhibitor (PD 
0200126) and its metabolites. Examination of the mass shift of the deuterated 
mol . from that of the protonated mol . allowed the number of exchangeable 
protons to be determined Interpretation of the product -ion- spectra helped to 
determine the location of the exchanged protons and assisted in the assignment 
of the site(s) of modification for each metabolite. 
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RL: ANT (Analyte) ; PKT (Pharmacokinetics) ; ANST (Analytical study) ; BIOL 
(Biological study) 

(in electrospray ionization source hydrogen/deuterium exchange LC-MS 
and LC-MS/MS for characterization of metabolites) 
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AB Title compds. I [W = OH, NHOH; X - heterocycle with N such that X is 
attached to (CH2)m group by a ring N, CONR2R3 , NR1COR2 , NR1S02R2, 
NR1CONR2R3 , NR1C02R4 , heteroaryl thio , alkyl thio, arylalkylthio, 
heteroarylalkylthio, heterocycloalkylalkyl thio, heterocycloalkylthio, 
arylthio; Y = C, N, . 0, S provided when Y = C, n = 2; Z = alkyl, aryl, 
alkoxy, aryloxy, aralkoxyaryl , aralkoxyheteroaryl , heteroaryl, 
heterocycloalkyl, heteroaryloxy , CONR2N3 , NR1COR2 , NR1CONR2R3 , OCONR2R3 , 
NR1C02R4, S02R2; Rl = H, alkyl, heterocycloalkylalkyl , aralkyl , 
heteiroarylalkyl ; R2, R3 = Rl, aryl, heteroaryl; R2R3 = 5- to 7-membered 
ring which may optionally contain 0, N and S; R4 = alkyl, 

heterocycloalkylalkyl, aralkyl, aryl, heteroaryl; m = 1-6; n=l, 2] were 
prepared For example, the synthesis of sulfonylamino acid II involved the 
following steps: coupling of (R) -BocNHCH (CH2CH2CH2I ) C02CMe3 (prepared in 
four steps from D-glutamic acid) with phthalimide, removal of the Boc 
group, coupling with 4 ' -chlorobiphenyl-4 -sulf onyl chloride, and finally, 
removal of the tert-Bu ester. II .inhibited stromelysin and collagenase-3 
with IC50 = 130 and 4 nM,* resp. 
IT 240135-19-7P 240135-35-7P 240135-36-8P 
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RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of sulfonylamino acids and sulfonylamino hydroxamic acids as 
inhibitors of matrix metalloproteinases) 
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yl) sulfonyl] amino] -1 , 3-dihydro-N-hydroxy-l , 3-dioxo- , (aR) - (9CI) 
{CA INDEX NAME) 



Absolute stereochemistry. 
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CN 1, 2-Benzisothiazole-2 (3H) -pentanamide, a- [ [ (4 * -chloro [1, 1 ' -biphenyl] - 
4 -yl) sulfonyl] amino] -N -hydroxy- 3 -oxo- , 1,1-dioxide, (aR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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CN 3 (2H) -Quinazolinepentanamide, a- [ [ (4 1 -chloro [1,1* -biphenyl] -4- 

yl) sulfonyl] amino] -1 , 4-dihydro-N-hydroxy-l-methyl-2 , 4 -dioxo- , (aR) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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dioxido-3-oxo-l, 2-benzisothiazol-2 (3H) -yDmethyl] thio] -N-hydroxy-, (2S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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yl) sulfonyl] amino] -N-hydroxy-3 , 4 , 4 -trimethyl-2 , 5-dioxo- , (aR) - (9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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yl) sulfonyl] amino] -N-hydroxy-3 , 4 , 4 -trimethyl-2, 5-dioxo- (9CI) (CA INDEX 
NAME) 
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CN 4-Morpholinebutanamide, a- [ [ (4 * -chloro [1,1* -biphenyl] -4- 

yl) sulfonyl] amino] -N-hydroxy-y-oxo- , (aR) - (9CI) {CA INDEX 
NAME) 

Absolute stereochemistry. 
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yl) sulfonyl] amino] -l,3-dihydro-N-hydroxy-l,3-dioxo-, (aR) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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AB RlS(0)dNR2CR3R4C(0)X (I; e.g. 1 - (dibenzof uran-3 - 

sulf onylamino) cyclohexanecarboxylic acid) or a pharmaceutical ly acceptable 
salt thereof are useful for inhibiting matrix metalloproteinase enzymes in 
animals, and as such, prevent and treat diseases resulting from the 
breakdown of connective tissues. In I, X = OH, NHOH; Rl = II, III, IV, 
4-ArMpiperidino, 4-Arpiperazino, 4- (N- (4-R5phenyl) -4 -piperidinyl ) phenyl , 
4- (4- (4 -R5phenyl)piperazino) phenyl, V; Y = 0, S, -S (0) d (d =1, 2), CH2, 
C{0), and NRq (Rq = H, Cl-6 alkyl, or Cl-6 alkylphenyl) ; each Y' = 0, S, 
S02, CH2 , C(0), and NH; M = 0, S, CH2 ; R5 = H, Cl-10 alkyl, CF3 , C0NH2 , 
halo, CN, COOH, Cl-4 alkoxy, CHO, N02 , OH, (CH2)pOH, (CH2)pNH2, Ar, and 
NH2; p = 0-3,- Ar = (a) phenyl; (b) Ph substituted with Cl-4 alkyl, C, Cl-4 
alkoxy, halo, NH2, N02, CN, COOH, C0NH2 , CF3 , or C00R6 (R6 = Cl-10 alkyl); 
and (c) heteroaryl; R2 = (a) H; (b) Cl-4 alkyl; (c) benzyl; and (d) benzyl 
substituted with £1 Cl-4 alkyl, Cl-4 alkoxy, F, CI, Br, I, NH2 , 
N02, CN, carboxy, and C02R7 (R7 = H or Cl-4 alkyl); and R3 and R4 are 
either (1) Cl-20 alkyl; C3-10 cycloalkyl; phenyl; Ph substituted with Cl-4 
alkyl, Cl-4 alkoxy, halo, NH2, N02, CN, COOH, C02R7, or CF3; C3-10 
heterocyclic; and heteroaryl; or (2) substituents taken together to form a 
group of the empirical formula -(CH2)sZg-, wherein said substituents form 
a ring including the carbon atom adjacent the carbonyl group in I, and 
wherein s = 2-10; g = 0-6; and each Z is located at any position of said 
substituents and each Z = O, S, and NR8 (R8 = H, Cl-3 alkyl) . Also 
disclosed are pharmaceutical compns . and methods of treating diseases in 
which matrix metalloproteinases are involved including multiple sclerosis, 
atherosclerotic plaque rupture, restenosis, aortic aneurysm, heart 
failure, periodontal disease, corneal ulceration, burns, decubital ulcers, 
chronic ulcers or wounds, cancer metastasis, tumor angiogenesis , 
osteoporosis, rheumatoid or osteoarthritis, renal disease, left 
ventricular dilation, or other autoimmune or inflammatory diseases 
dependent upon tissue invasion by leukocytes. Other diseases for which I 
are claimed effective are: stroke, head trauma, spinal cord injury, 
Alzheimer's disease, amyotrophic lateral sclerosis, cerebral amyloid 
angiopathy, AIDS, Parkinson's disease, Huntington's disease, prion 
diseases, myasthenia gravis, and Duchenne's muscular dystrophy. Results 
of measurement of IC50 for matrix metalloproteinase enzyme inhibition are 
presented for 7 examples of I. Although the methods of preparation are not 
claimed, 33 example prepns . are included. 

IT 326499-75-6P, 2- (4 ' -Bromobiphenyl -4 -sulf onylamino) -N-hydroxy-2- 
methylpropionamide 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of sulfonamido- and sulf inamido-containing carboxylic and 



hydroxamic acids derived from a, a » -disubstituted amino 
acids useful as matrix metalloproteinase inhibitors) 
RN 326499-75-6 CAPLUS 

CN Propanamide, 2- [ [ (4 ' -bromo [1,1' -biphenyl] -4-yl) sulfonyl] amino] -N-hydroxy-2- 
methyl- (9CI) (CA INDEX NAME) 
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AB A series of biphenyl sulfonamide derivs . of (S) -2- (biphenyl-4- 

sulfonylamino) -3-methylbutyric acid (I) were prepared and evaluated for 
their ability to inhibit matrix metalloproteinases (MMPs) . For this 
series of compds . , our objective was to systematically replace 
substituents appended to the biphenyl and a-position of 5 with 
structurally diverse functionalities to assess the effects these changes 
have on biol . and pharmacokinetic activity. The ensuing 
structure-activity relationship (SAR) studies showed that 
biphenyl sulfonamides substituted with bromine in the 4 '-position (II) 
significantly improved in vitro activity and exhibited superior 
pharmacokinetics (Cmax, tl/2, AUCs) , relative to compound I. Varying the 
lipophilicity of the a-position by replacing the iso-Pr group of II 
with a variety of substituents, in general, maintained potency vs. MMP-2, 
-3', and -13 but decreased the oral systemic availability. Subsequent 
evaluation of its enantiomer, (R-isomer) of II, showed that both compds. 
were equally effective MMP inhibitors. In contrast, the corresponding 
hydroxamic acid enantiomeric pair, (III), and (R-isomer) of III, 



stereoselectivity inhibited MMPs. For the first time in this series, 
(R-isomer) of III provided nanomolar potency against MMP-1, -7 , and -9 
(IC50*s = 110, 140, and 18 nM, resp.), whereas III was less potent against 
these MMPs (ICSO's = 24, 78, and 84 nM, resp.). However, unlike II, 
compound 16a 1 afforded very low plasma concns . following a single 5 mg/kg 
oral dose in rat. Subsequent X-ray crystal structures of the catalytic 
domain of stromelysin (MMP-3CD) complexed with inhibitors from closely 
related series established the differences in the binding mode of 
carboxylic acid-based inhibitors II and (R-isomer) of II relative to the 
corresponding hydroxamic acids III and (R-isomer) of III. 
IT 261625-44-9P 261625-46-1P 261625-48-3P 
261625-50-7P 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process) ; BSU (Biological study, unclassified) ; PRP (Properties) ; SPN 
(Synthetic preparation) ,- THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation) ; PROC (Process) ; USES (Uses) 

(biphenyl sulfonamide MMP inhibitors SAR and pharmacokinetic anal.) 
RN 261625-44-9 CAPLUS 

CN Butanamide, 2- [ [ (4 ' -bromo [1,1* -biphenyl] -4-yl) sulfonyl] amino] -N-hydroxy-3- 
methyl-, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Br 



H 



RN ' 261625-46-1 CAPLUS 

CN Butanamide, 2- [ [ (4 1 -bromo [1,1' -biphenyl] -4-yl) sulfonyl] amino] -N-hydroxy-3- 
methyl-, (2R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Br 



H 



RN 261625-48-3 CAPLUS 

CN Butanamide, 2- [ [ (4 1 -cyano [1,1' -biphenyl] -4 -yl ) sulfonyl] amino] -N -hydroxy- 3- 
methyl-, (2S) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




//W 



RN 261625-50-7 CAPLUS 

CN Butanamide, 2- [ [ (4 * -cyano[l, 1 ' -biphenyl] -4-yl) sulfonyl] amino] -N-hydroxy-3- 
methyl-, (2R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



i-Pr 



HOs^ 
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AB 1, 2-Benzisothiazole, quinazoline, imidazole, and morpholine sulf onylamino 
derivs. (I) [wherein = OH or NHOH ; X = (un) substituted heterocycle, 
NR1S02R2, hetercyclylalkylthio, CONR2R3, or NR1COR2 ; Y = C, N, O, or S, 
provided that when Y = C, n = 2; Z = (un) substituted alkyl, (hetero) aryl , 
alkoxy, (hetero) aryloxy, or heterocyclyl , CONR2R3, NR1COR2 , NR1C0NR2R3, 
OCONR2R3, NR1COOR4, or S02R2Z; Rl, R2 , R3 , R4 = independently H, 

(aryl) alkyl, heterocyclylalkyl , heteroarylalkyl , or R2 and R3 taken 
together with the N to which they are attached form a 5- to 7-membered 

(un) substituted ring; m = 1-6; n = 1 or 2] were prepared as matrix-degrading 
metal loproteinase inhibitors for treatment of inflammatory conditions, 
osteoarthritis, rheumatoid arthritis, and tumors (no data) . Thus, 

(2R) - (BOC-amino) -5-iodopentanoic acid t-Bu ester was added to a solution of 
saccharin in 18-crown-6 and DMF followed by addition of DMF to yield 

(2R) -t-butoxycarbonylamino-5- (1,1, 3-trioxo-2, 3-dihydrobenzoisothiazol-2- 
yDpentanoic acid t-Bu ester. The amide was deprotected by treatment with 
TFA in methylene chloride to give the amine. 4-Phenoxybenzenesulfonyl 
chloride (preparation given) was added to (2R) -amino-5- ( 1 , 1 , 3 -trioxo-2 , 3- 
dihydrobenzoisothiazol-2-yl) pentanoic acid t-Bu ester in dioxane and TEA 
to form the sulfonamide followed by deesterif ication to yield 

(2R) - ( 4 -phenoxybenzenesulf onylamino) -5- (1, 1, 3-trioxo-2 , 3- 
dihydrobenzisothiazol -2 -yl) pentanoic acid (II) . 
IT 240135-19-7P 240135-35-7P 240135-36-8P 
240135-47-1P 240135-50-6P 240135-51-7P 
240135-55-1P 240135-58-4P 240135-62-0P 



RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of 1, 2-benzisothiazole, quinazoline, imidazole, and morphol 
sulfonylamino derivs . as matrix-degrading metalloproteinase inhibitors) 
RN 240135-19-7 CAPLUS 

CN 2H-Isoindole-2-pentanamide, a- [ [ (4 ' -chloro [1, 1 * -biphenyl] -4- 

yl) sulfonyl] amino] -1 , 3-dihydro-N-hydroxy-l, 3-dioxo- , (aR) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




CI 



RN 240135-35-7 CAPLUS 

CN l,2-Benzisothiazole-2 (3H) -pentanamide, a- [ [ (4 ' -chloro [1, 1 1 -biphenyl] - 
4 -yl) sulfonyl] amino] -N -hydroxy- 3 -oxo- , 1,1-dioxide, (aR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




CI 



RN 240135-36-8 CAPLUS 

CN 3 (2H) -Quinazolinepentanamide, a- [ [ (4 ' -chloro [1,1' -biphenyl] -4- 

yl ) sul f onyl ] amino] -1,4 -dihydro-N-hydroxy- 1 -methyl -2,4 -dioxo - , (aR) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 240135-47-1 CAPLUS 

CN Propanamide, 2 - [ [ (4 * -chloro [1,1* -biphenyl] -4-yl) sulfonyl] amino] -3- [ [ (1, 1- 
dioxido-3-oxo-l,2-benzisothiazol-2 (3H) -yl)methyl] thio] -N-hydroxy-, (2S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CI 



RN 240135-50-6 CAPLUS 

CN 3 (2H) -Quinazolinehexanamide, a- [ [ (4 ■ -chloro [1,1* -biphenyl] -4- 

yl) sulfonyl] amino] -l,4-dihydro-N-hydroxy-l-methyl-2,4-dioxo- (9CI) (CA 
INDEX NAME) 




RN 240135-51-7 CAPLUS 

CN 1-Imidazolidinehexanamide, a- [ [ (4 ' -chloro [1,1' -biphenyl] -4- 

yl) sulfonyl] amino] -N-hydroxy-4 , 4 -dimethyl-2 , 5-dioxo- (9CI) (CA INDEX 
NAME) 



PAGE 1-A 




PAGE 2 -A 

CI 

RN 24 0135-55-1 CAPLUS 

CN 1-Imidazolidinebutanamide, a- [ [ (4 ' -chloro [1,1' -biphenyl] -4- 

yl) sulf onyl] amino] -N-hydroxy-3 , 4 , 4-trimethyl-2 , 5-dioxo- , (aR) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




CI 



H 



RN 24 0135-58-4 CAPLUS 

CN 1-Imidazolidinepropanamide, a- [ [ (4 1 -chloro [1,1* -biphenyl] -4- 

yl) sulf onyl] amino] -N-hydroxy-3 , 4 , 4 -trimethyl -2 , 5-dioxo- (9CI ) (CA INDEX 
NAME) 



PAGE 1-A 




PAGE 2 -A 




CI 



RN 240135-62-0 CAPLUS 

CN 4-Morpholinebutanamide, a- [ [ (4 ' -chloro [1,1' -biphenyl] -4- 

yl) sulfonyl] amino] -N-hydroxy-y-oxo- , (aR) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



H 



CI 
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